Fig.l A and B.
Photomicrographs showing a small clump of islet parenchymal cells, A Phase contrast microscopy showing parenchymal cell granulation. B The two ceils marked by arrows correspond to the two cells with membrane-staining for HLA-DR antigens plus tumor necrosis factor or lymphotoxin but not with rlFN-?" alone. We found that Ia expression induced by culture with lymphokine supernatants produced by activated mouse spleen ceils was both qualitatively more intense and occurred more rapidly relative to that induced with murine rIFN-?" only [4] . Therefore, we concur that other cytokines may have a synergistic effect with IFN-?" on the expression of class II antigens, but do not agree that they are necessary for class II antigen expression on either rodent or human islet parenchymal cells.
Bottazzo has suggested that aberrant class II antigen expression on B cells may initiate the autoimmune cascade responsible for Type 1 (insulin-dependent) diabetes [6] . This is an interesting and provocative hypothesis which is based on the well-known requirements for expression of class II molecules in order to activate CD4 positive T cells. However, the finding that class II antigens are expressed on B cells in vivo after the onset of insulitis in spontaneously diabetic BB rats [7] and the observations that class II antigen expression can be induced on both B and non-B islet parenchymal cells [4, 5] suggest that class II expression on islet parenchymal cells may be a non-specific sequela of insulitis rather than the factor initiating insulitis.
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